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Tour Americans. Blue Cross and Blue Shield Plans have extensive experience in
providing prescription drug coverage to American consumers through a variety of
products. Thank you for the opportunity to appear before the Food and Drug
Administration at today’s public meeting on the Prescription Drug User Fee Act

(PDUFA).

I'am here to address the following question posed in the Federal Register notice for
today’s meeting: Should PDUFA allow the use of user fee Junding to monitor safety after

new drug or biologic approval?

Summary of BCBSA Recommendations on PDUFA:

BCBSA believes that an integral part of delivering new drug therapies to physicians and
consumers is assuring consumer safety after the drug has penetrated the market. By
funding éniy the premarket review of new drugs, PDUFA speeds access to new therapies
but does not provide FDA with the necessary resources to conduct critical postmarket

surveillance activities that keep patients safe.
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In addition, BCBSA believes that the rapid flow of new drugs to market must be
accompanied by health outcomes information that allows consumers to make value-
driven decisions. BCBSA also supports continued increases in federal appropriations for

FDA to provide resources for agency programs that impact public health.

To ensure consumer safety at each stage of the drug product life cycle, BCBSA

recommends:

¢ Expanding PDUFA’s definition of user fee-funded activities to include:

» Postmarketing surveillance of adverse events; and
» The monitoring of the risk and benefit information in direct-to-consumer (DTC)
advertising.

» Supporting FDA initiatives to require manufacturers to provide information that
allows evaluation of the benefits, costs and risks of new drugs compared to the
benefits, costs and risks of drugs already on the market; and

» Increasing federal appropriations for FDA to provide resources for agency programs

that impact public health.

Background on PDUFA

In 1992, Congress passed the Prescription Drug User Fee Act, which authorized the FDA
to collect user fees from prescription drug manufacturers seeking marketing approval for
new products. Under PDUFA, the FDA collected $327 million in user fees during the
five-year implementation period. It used these funds to hire 600 additional reviewers and

upgrade the management systems in the premarket review program for branded



prescription drugs in the Center for Drug Evaluation and Research (CDER) and biologics

products in the Center for Biologics Evaluation and Research (CBER).

In exchange for this new funding, PDUFA required the FDA to meet rising annual
performance targets. These targets were designed to ensure that the agency would
upgrade its efficiency significantly between 1993 and September 1997, when a sunset
provision terminated the program. The FDA faced the prospect of losing this important
source of new funding unless it performed well enough to motivate Congress to
reauthorize user fees in 1997. However, in 1997 Congress renewed user fee funding for
five more years as part of the FDA Modernization Act (FDAMA). It is set to expire in

September 2002.

Since the enactment of PDUFA, total approval time — the time from the initial
submission of a marketing application to the issuance of an approval letter — has
dropped from a median of 23 months to 12 months. Total approval time for priority
applications (applications for those products providing significant therapeutic gains) has

dropped from a median of over 12 months in the early PDUFA years to six months.

In addition, because FDA has put greater effort into communicating what it expects
applicants to submit, a higher percentage of applications are being approved. Before
PDUFA, only about 60 percent of the applications submitted were ultimately approved.

Now, about 80 percent are approved.



As a result, more new drugs are coming to the market faster than ever before. However,
resources for important activities that ensure these new products are safe and effective for
consumers have not kept pace with resources for drug review. PDUFA provides funding
only for tasks that lead up to a decision on whether to approve or deny a new drug
application. Postmarketing regulatory activities that are critical for all new drugs — such
as tracking and responding to reports of adverse drug reactions and monitoring drug
advertisements for compliance with agency regulations — are not covered by user fees.
Thus, these vital consumer safety responsibilities must be paid for out of congressional

appropriations.

However, PDUFA currently requires that FDA spend as much appropriated money on
drug review each year as it did in 1997, adjusted for inflation. If the FDA fails to meet
this requirement, its legal authority to collect and spend user fees that year becomes void.
As a practical matter, the FDA must spend slightly more from appropriations each year
on drug review than it spent in 1997 so that the statutory threshold is met when its

accounting is complete.

Last week, Congress and the President signed a record budget for FDA for fiscal year
2002. This represents the first increase in appropriations for drug reviews since 1992.
BCBSA applauds Congress and the Administration for their recognition of the agency’s
key role in protecting public health and for their support of a broad range of FDA

programs that protect the public health. We are encouraged that the appropriations



measure also enables the agency to meet the statutory “triggers” for collection and use of

PDUFA fees without diverting resources from other key agency programs.

However, there is an ongoing need for funding for critical agency responsibilities.
Despite the welcome infusion of appropriated money for fiscal year 2002, Congress must

commit to long-term funding for FDA.

BCBSA Recommendations

BCBSA has three recommendations as the FDA evaluates PDUFA in anticipation of its
reauthorization: (1) Expand PDUFA’s definition of user fee-funded activities to include
postmarketing surveillance of adverse events and monitoring of risk and benefit
information in direct-to-consumer (DTC) advertising; (2) Support agency initiatives to
require manufacturers to provide information that allows evaluation of the benefits, costs
and risks of new dfugé compared to the benefits, costs and risks of drugs already on the
market; and (3) Increase federal appropriations for FDA to provide resources for agency

programs that impact public health.

Postmarketing Surveillance

We recommend that Congress amend PDUFA to include postmarket monitoring adverse
drug events under section 379(g)(6) in the statutory definition of “process|es] for the
review of human drug applications.” This new statutory Ianguége will give FDA the
resources to speed consumer access to new therapies and conduct critical postmarket

surveillance activities that keep patients safe.



Not all of a drug’s potential side effects and interactions are known at the time of market
entry. Instead, these events manifest themselves gradually as the drug is accepted into
clinical practice and used in a large patient population for the first time. Currently, the
FDA relies on voluntary reporting of drug adverse events by consumers and health care
professionals. As new products flood the market under PDUFA, the volume of adverse

event reports (AERs) is growing substantially.

According to CDER 2000 Report to the Nation, the FDA received 245,750 reports of
drug-related adverse events in calendar year 2000. This level is more than twice the
118,000 AERs that the FDA received in 1992, and almost four times as many as the
68,000 received in 1989." The General Accounting Office (GAO) in its report Major
Management Challenges and Program Risks released in January 2001 stated the FDA

estimates it receives reports for only 1% to 10% of serious adverse events.

As the FDA conceded in announcing this meeting, the agency lacks sufficient resources
to adequately monitor reports of adverse events and conduct timely safety interventions.
FDA also believes that the current system for detecting adverse drug and biologics events
does not provide sufficient data on the actual incidence of problems. When BCBSA last
testified on this issue before FDA in September 2000, we cited the withdrawal of several
drugs as examples of the need for PDUFA funding for postmarket surveillance: the
antihistamine Seldane; two obesity drugs, Pondimin and Redux (better known as "fen-

phen"); Duract, a prescription medication for pain; and Rezulin, a medication for



diabetes. Since that time, two more drugs have been withdrawn from the market for

safety reasons — Lotronex for irritable bowel syndrome, and Baycol, a cholesterol-

lowering drug — further illustrating this point.

We believe Congress should provide funds and require the FDA to develop and
implement a comprehensive protocol to monitor adverse reactions related to new drugs
entering the market. BCBSA supports a proactive role for FDA in collecting adverse

event data.

BCBSA applauds Congress and the President for approving last week the FDA’s fiscal
year 2002 budget request for $10 million to monitor marketed products and safeguard
patients against adverse events associated with the use of drugs, biologics and medical
devices. However, there is an ongoing need for funding of this critical task. Under the
user fee statute, FDA must spend at least as much from appropriated funds for the review
of human drug applications as it spent in fiscal year 1997, adjusted for inflation. Thus,
despite the welcome infusion of appropriated money for fiscal year 2002, Congress must

commit to long-term funding for postmarket surveillance of drugs.

DTC Advertising

BCBSA believes that consumers faced with a barrage of advertisements for new drugs
entering the market as a result of user-fee funded reviews must receive clear and
understandable information about their benefits and risks. As such, BCBSA recommends

that Congress also amend PDUFA to include monitoring of DTC advertising compliance
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information.” In addition, more than 60% disagreed with the statement, "DTC

advertising is an objective source of information.""

By expanding the definition of user fee-funded activities to include this critical regulatory
responsibility, Congress will help ensure that consumers have more complete, accurate
and understandable information about the risks and benefits associated with prescription

drugs.

Health Outcomes Information

BCBSA further recommends that the FDA review PDUFA’s role in ensuring that the
rapid flow of new drugs to market is accompanied by information that allows consumers,
physicians and health plans to make value-driven prescription drug decisions.
Specifically, BCBSA recommends that the FDA support initiatives to require
manufacturers to provide information that allows a comparison of the benefits, costs and

risks of new drugs that replace existing therapies.
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Appropriations

Given the critical consumer safety functions the FDA performs with respect to new drugs
and under many other important agency programs, sustained increased congressional
appropriations are necessary. BCBSA calls on Congress to match the 2002 fiscal year
appropriations level each year going forward, adjusted for inflation. We look forward to
working with the agency, the pharmaceutical industry and other stakeholders on this
initiative to achieve the goal of a fully-funded FDA that has the resources to carry out its

public health and safety mission.

Conclusion
BCBSA is very concerned that accelerated drug reviews under PDUFA have not in the

| past been accompanied by comparable funding for consumer safety initiatives. BCBSA
believes that as user fees speed new therapies to consumers, there is a comparable need to
ensure that these drugs are safe and effective and that consumers receive complete and

accurate information about the risks and benefits associated with their use.

In order to achieve this objective, BCBSA recommends that Congress expand the
statutory definition of “process[es] for the review of human drug applications” to include
postmarketing surveillance and compliance activities (e.g., monitoring adverse drug
events and DTC advertising) (21 USC §379(g)(6)(A)) as “activities necessary for the

review of human drug applications and supplements.”
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